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This REPORT consists of a total of 10 sheets, including this cover sheet. 
This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the International Bureau) a total of sheets, as follows: 

□ sheets of the description, claims and/br drawings which have been amended and are the basi* rrf thic rannr * 
Silt^ 

D h«»on^hi C Hiy Sed , 6 fu arl l er sheets ' but which tnis Authority considers contain an amendment that qoes 
SuStementeS! intemational application as filed, as indicated in item 4 JSSSS^lSS^ 



b. □ 



SSS^fSS^S^S^^^ t0t f ' ? (indicate ^ and number of ^ctronic carrier(s)) , containing a 



This report contains indications relating to the following items: 



IS Box No. I 

□ Box No. II 
El Box No. Ill 
S Box No. IV 
S Box No. V 

EI Box No. VI 

□ Box No. VII 

□ Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

?nn^ Article 35(2) with regard to novelty, inventive step or industrial 

applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Box No. I Basis of the report 



1 ' B, S£ Sh* e Jf s " 9 wStiS' S unX?h5 tanf °" *" inte ™' to " al «PI*»«°n in the tonguage In which it was 

□ international search (under Rules 12.3 and 23 1(b)) 

□ publication of the international application (under Rule 12 4) 
U international preliminary examination (under Rules 55.2 and/or 55.3) 

^vetifnVu^ is based on (replacement sheets Wn ,cn 

report as "originally filed" and am^S^TSS^S under « are referred to in this 



Description, Pages 

1-12 as originally filed 

Claims, Numbers 

1-34 as originally filed 



□ 



a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 



3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 



Pad ilSfbS^,^^^^ SS&SJS TT d t0 thiS rep ° rt and listed bel ™ 

Supplemental Box (Rule 70.2(c)) considered to go beyond the disclosure as filed, as indicated in the 



□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 



If item 4 applies, some or all of these sheets may be marked "superseded. 
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the entire international application, 
13 claims Nos. 14-34 
because: 

D x itaajcss sagr ,o ,he — «•« — 

° a^SS22S5ffSSS?SS^^ — Nos. are so undear 

° SdtafcrSS" C ' a "" S N0S ' ar ° S ° ""^qurtrty supported by the desonpta that no meaningful opinion 

H no international saarch report has been established for the said claims Nos. 1 4-34 

° ^e^nff^^^-f *>- no. oomply with the standard provided tor in Annex 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



□ See separate sheet for further details 
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Box No. IV Lack of unity of invention 



□ paid additional fees. 

□ paid additional fees under protest. 

H neither restricted nor paid additional fees. 

* ° ^MSK^^^ * - — * .o 

3. This Authority considers that ft. rapuiraman, of un*y o, invanta in aocordanoa with Ruias 13.1, ,3.2 and ,3.3 

□ complied with. 

S not complied with for the following reasons: 
see separate sheet 

4. Consaqoamiy. ,„,s raport has baen astabiished in raspac, o, «ha Mowing parts o, «ha ,n,arna«ona, appiioation- 

□ all parts. 

S the parts relating to claims Nos. 1-13 . 



1. Statement 



Novelty (N) 
Inventive step (IS) 
Industrial applicability (IA) 



Yes: Claims 4,5,10,11 

No: Claims 1-3,6-9,12,13 

Yes: Claims 

No: Claims 



Yes: Claims 
No: Claims 



2. Citations and explanations (Rule 70.7): 
see separate sheet 



4,5,10,11 
1-13 
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Box No. VI Certain documents cited 

1. Certain published documents (Rule 70.10) 
and /or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 
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(SEPARATE SHEE T) 

PCT/US20Q4/O0f;9fi* 

Re Item IV 

Lack of unity of invention 



D1: 

D2: 
D3: 

D4: 



US 2004/002547 A1 (LARGEAU DENIS ET AL) 1 January 2004 (2004-01- 

EP-A-1 260 501 (CHEMAGIS LTD) 27 November 2002 (2002-1 1 ?7> 
WO 02/10125 A (GERSHON NEOMI ; SINGER CLAUDE (ILV TEVA 
PHARMA (IL); ARONHIME JUDITH) 7 February S^SS^ 
US-A-4 177 290 (LAFON LOUIS) 4 DecembeM979 (1979 12 04) 

The present application does not fulfill the requirements of Rule 13 PCT the 
reason being that the present patent application relates to three ZeZns 

1. Claims 1-13 

Process for preparing benzhydrylthioacetamide comprising reactina 
benzhyd^hiocarboxamidine sal. wflh haloacetamide in a™ medium 
compns,ng water, a water miscible omanic solvent and a water soluble baTic sal,. 

2. Claims 14-25 

thT n^Ln r "Tl" 9 m0dafinil com P"' si "3 : *> acting benzhydrol with thiourea in 
the p esenoe of hydrogen bromide to provide benzhydrylthio Jmoxamid ne 

i rea0Un9 haloaoetamide *» *e product of step a) to protfdT 
benzhydrylthroacetamide and c) oxidizing the product of step L ie Z2 
benzhydrylsulphinylacetamlde wherein the reaction of step b) Is c^nd«ed in a 

: r sa r p s,ns a wa,er misoib,e ° r9anfc ~ ~* ^ ~ a of . 



3. Claims 26-34 



Process for the purification of modafinil which comprises contacting the crude 
modafm,, w„h a ha,o-organic solvent and men sep ara ,ing the medfwZL 

2. A situation of lack of unity has been found. The reasons are the following: 
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Modaf,n.l ,ts production and its purification are known in the state of the art 
(D2-D4). Furthermore, processes for preparing benzhydrylthioacetamide 
riT 9 ^ aCting benzh y d ^thiocarboxamidine salt with haloacetamide in a 

ItZ ?°T iSing WatGr ' 3 Wat6r mlsdb,e or 9 anic so ' v ent and a Zer 
soluble bas.c salt are known as well (D2). Consequently there is not a common 
techn.cal feature which can be regarded as a specie! technical feature™ 
sense of Rule 13.1 PCT and which .inks the different inventions. Hence the 
present application is not unitarian. 



BeJtejiLV 

Reasoned statement with regard to novelty, inventive step or industrial 
apphcabiiity; citations and explanations supporting such sta^ 

1. The first invention, claims 1-13, relates to a process for preparing 

^7J^TT m ' ide C ° mPriSing r6aCting be ^"ydrylthiocarboxamidine salt 
w,th haloacetam.de .n a reaction medium comprising water, a water miscible 
organ.c solvent and a water soluble basic salt 

2. Di I discloses a process for preparing modafinil comprising: a) reacting benzhvdrol 
wrth th,curea in the presence of hydrogen bromide to provide benzh y dro ' 

ofTeo a wi hiOCar w 0 K am, 'f e br ° mide ' b) reaCting "^etamide with the product 
b ff o P a \* pr ^^ and o) oxidizing the product of step 

b) to obtain benzhydrylsulphinylacetamide wherein the reaction of step b) is 

r;r: r b ~ pri sln9 a water " — - - 

3. D2 discloses a process for preparing modafinil comprising: a) reacting benzhvdrol 
w.th th.ourea in the presence of hydrogen bromide to provide benz ^l 

oTsTin^ br ° mide ' b) reaCt,ng h ^etamide with the product 

b 2!5 * T°T ; benzh V^lthioacetamide and c) oxidizing the product of step 
b) to obtain benzhydrylsulphinylacetamide wherein the reaction of step b) is 
conducted ,n a solvent comprising a water miscible organic solvent such an 

hXxide m PreS6nCe ° f 3 baSj ° Sa,t SUCh aS an alkali metal 

• D3 discloses a process for the purification of modafinil comprising contacting the 
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crude modafinil with a solvent. 

5. D4 discloses a process for the production of modafinil by reaction of 

rtZ h d ^ h '° aCetic acid with thion y' blonde leading to benzhydrylthioacetyl 
chlonde wh.ch reacts afterwards with ammonia leading to 
benzhydrylthioacetamide which is afterwards oxidized to 
benzhydrylsulphinylacetamide, modafinil. 

Novelty 

M2?PnZT? ° laimS 1 " 3 ' 6 " 9 ' 12 and 13 ls not novel in the -ense of Art. 
33(2) PCT D2 d.scloses a process for preparing modafinil comprising- a) reactina 
benzhydro with thiourea in the presence of hydrogen bromide to provide 
oi fstentu ^ th,oc ^oxamidine bromide, b) reacting haloacetamide with the product 
o step a) to prov.de benzhydrylthioacetamide and c) oxidizing the product of step 
b) to obtain benzhydrylsulphinylacetamide wherein the reaction of step b) is 
TIT VP a t S °' Vent COmprisin 9 a water ^^cible organic solvent such an 

hv^rox dT th ^ m , PreSGnCe ° f 3 baSiC Sa,t SUCh aS a " a,ka » metal 
hydroxide This disclosure anticipates the subject-matter of the above-mentioned 
claims, which is therefore not novel. mentioned 

Inventive step 

The subject-matter of claims 4, 5, 1 0 and 1 1 cannot be considered to involve an 
,nven,ve step in the sense of Art. 33(3) PCT. Dependent claims 4, 5, 0 and 11 
1^,1, a ' Ure Whi ° h ' combi " a «°" w«" the features of any claim to 
Thf h ■ T* requiremente ° f ,he p CT in respect of inventive step 
mdn claim °° "* °° mbina,fon * » ™« and inventive 

Further comments 

It is clear from the description on pages 3, 4, 6 and the examples that the 
following features are essential to the definition of the invention: 

(1) the temperature at which benzhydrol reacts with thiourea in the presence of 
hydrogen bromide: 90°C, ot 
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10. 



<2> TlTT mi f ible ° r9ani ° solvem used «• reaction between 

JEST* be "«.oo arb oxa miai ne b»S, in the 

(3) the ratio ot water miscible organic solvent/water from 9/1 to 1/9, 

(4) .he specific basic salt used in the product of benzhydryfthioacetomide. 

iSESSr 688 fea,ures ' " does * — - 

PCT that any indeoendenTltT . '" combina «°n w«h Rule 6.3(b) 

*» ^ d*TS. ; inventn " *" ,eChniCa ' features 

made as to whetherte priori of h! na " 0n f e 9 ional No check has been 

Pnor application ^eZZT^oZT «" ° f the 

^C^S», in COnneCti0n *» — "«~ is 
difficult. When used in T^&^TTT ■"V" "** " ope ° f ,he ran 9 e 
clarity, contrary to An 6 PCT Hen^ *•*■«**». this results in lack of 

been drafted without using ,L word ™ "* deSCrip,i °" shou,d »-»• 

Z'Ty aCed m^rnrr ^ 33 - *«*- - "° 

sr U nt^err aveb ^ 

h« ui tne protection sought, contrary to Art. 6 PCT. 

14. Contrary to the requirements of Rule * 1 f»\r.i\ pot 

»-cuie 5. 1 (a)(n) PCT, the relevant background art 



11. 
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